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DHEA: Mystery AIDS Treatment

by John S. James

DHEA, a hormone already present in the human body and related to
the male hormone testosterone, has been tested secretly for
several months with a few AIDS patients in Paris.  Word of the
study leaked out; but those who know the most are not talking,
and an aura of intrigue and confusion surrounds the research.
No other reporting in AIDS Treatment News has presented more
ethical ambiguities and difficulties than DHEA.

On the plus side, the few persons with AIDS who have used DHEA
are happy with it, and there is some scientific basis to believe
the treatment might be helpful.  In addition, recent
epidemiological statistics showing much worse survival rates for
women than men after an AIDS diagnosis--apparently because of
hormonal differences between the sexes--suggests that DHEA may
be a new class of treatment, working by means now unknown.  If
so, it could open doors to important advances in treatment
development.

On the down side, only a few AIDS patients have used the drug;
we have only partial, sketchy information from the Paris trial.
So there is no proof that DHEA is helpful.  And while experts
consider the substance safe for short-term use, long-term
effects are unknown, and they could possibly include increased
risk of certain cancers.  The treatment for AIDS requires large
doses for long periods of time.

DHEA is a prescription drug in some countries, including Canada.
In the U.S. it used to be sold by health-food distributors as an
aid in losing weight, but the FDA forced the vendors to remove
it from the market.  (In a press release dated April 9, 1985,
the agency said "FDA has few adverse reaction reports on the
drug, but said the risks from long-term use are unknown".) Today
DHEA is widely used in research and is available through
chemical supply channels; there are also natural sources.  While
individuals cannot readily purchase DHEA in the U.S. at least,
it is clear that the AIDS community could obtain supplies if it
wants to.

For the community, the bottom line on DHEA does seem clear.  It
would be a mistake to ignore this treatment possibility and just
walk away.  And it would also be foolish to rush into it.

For several weeks we have gathered information about DHEA.  Many
of our sources spoke off the record and cannot be named.  This
article presents what we have learned so far.

What Is DHEA?

DHEA, or dehydroepiandrosterone, is a steroid secreted by the
adrenal gland and excreted in large amounts in the urine.  The
substance is well known to science--over four thousand published
scientific or medical papers refer to it in some way -- but no
one clearly understands its role in the body.

DHEA can be taken by mouth, and researchers are investigating it
as a possible treatment for aplastic anemia, diabetes, and
breast cancer in women.  Animal studies have found that DHEA
prevents obesity in breeds which are normally fat.  It also
seems to extend the lifespan of animals.

Relatively few studies of human use have been published.
Experts agree that DHEA seems safe for men, although women may
have troublesome side effects from large doses.  Results of
long-term use are unknown.  The drug has weak testosterone-like
effects, and may have the same risks as testosterone.

DHEA seems to have gone through something of a "miracle- drug"
phase several years ago (Kent, 1982); also there has been much
excitement among some scientists (Kahn, 1985).  Most of the
published studies of human use in clinical trials came out
several years ago, however, and this published record presents a
confusing picture of scattered, miscellaneous attempts to treat
various obscure diseases, with mixed results.

Now there has been a sudden burst of excitement about DHEA as a
possible AIDS treatment, among the few persons so far who know
about the small clinical trial in France.  We looked behind this
excitement to find solid evidence on which it is based, and we
could find only a little at this time.  The drug does seem to be
helpful to some people.  And there may be more to it than meets
the eye.

The Paris Study--And Controversy

A small research project in Paris has tested DHEA for several
months with at least ten subjects, including five Americans.  We
have spoken with four of them, including one whom this writer
knew personally before he became involved in the study.  These
four were able to tell us about the results with six of the
people in the trial; we have heard nothing about the other four
or more subjects.

Much intrigue has surrounded this research, and what you hear
depends on whom you talk to.  Those involved do seem to agree:

* That the two principals currently working with DHEA as a
possible AIDS treatment, Irish microbiologist Patrick
Prendergast and the Irish company Elan Corp., appear to be
fighting over the direction of the project.

* That Prendergast both initiated and financed the research,
then went to Elan to negotiate an agreement for them to
distribute the drug.

Beyond this, viewpoints vary greatly.

At least some of subjects in the Paris trial, who talk mainly to
Prendergast, believe that he wants to move quickly to get the
benefits of DHEA out to people with AIDS, whereas Elan wants to
conceal the discovery until it can create a variation of the
drug which is patentable and could have commercial value.  (DHEA
itself is already in common use and therefore largely
unpatentable.) Elan has allegedly obtained a court order
forbidding Prendergast from speaking with anyone about the
matter--even with the subjects using the drug in Paris.

Prendergast himself did not return our calls.  He would have
been legally forbidden to do so.

We did speak to J.G. Masterson, M.D., the President and Chief
Operations Officer of Elan Corporation.  He said that Elan had
licensed EL-10 (Elan's code name for the project) from
Prendergast, and that the substance was in laboratory
investigation in the United States.  He said no controlled
clinical trials had been done to date, there was no scientific
evidence of efficacy, and that this was an extremely sensitive
subject and it was premature to talk about it at all.

Dr. Masterson said that Elan's goal was to speed orderly, non-
sensational, scientifically acceptable development if the
product had any merit.  But he was going to the Irish High Court
today (January 11) and therefore it would be inappropriate to
talk to a newspaper.  He said that there was no scientifically
acceptable clinical evidence (of efficacy of the drug), and that
as soon as they had that, we would be the first to know.

Asked about the Paris study, Masterson suggested I talk to
Prendergast; he said that Elan was not conducting any clinical
trial.  He asked how I knew about the matter, and especially
wanted to know how I knew about the existence of a legal
dispute.

We did not think to ask why Elan would license a drug without
credible evidence of efficacy.

Complicating the picture is the fact that Elan's stock suffered
greatly during the October crash.  A public run on this stock,
of the sort which has often occurred on rumors of hot AIDS
developments, could be worth tens of millions if not hundreds of
millions of dollars to the stockholders.

For additional information on the politics surrounding this
trial, see Keith Griffith's article, "New Hope and New Intrigue:
Top Secret AIDS Study", published last week by AIDS Action Call
(Griffith, 1988).


Paris Study Results: What We Know

All four of the people we spoke to who were using DHEA in the
small trial in Paris were convinced that the drug had been
helpful to them and to everyone else in the study.

Of six persons in that DHEA study on whom we can find any
information, at least five have AIDS.  All were healthy enough
before using DHEA to travel to Paris and live there in a hotel
during the trial.  Here is what we have learned about their
response to the treatment:

* One has had T-helper cells improve from 248 to 641; his KS
lesions seem to be lightening, although some new lesions have
appeared.

* Another has had only slight improvement in T-helper cells,
which are still under 100, but his other blood values which had
been somewhat low have all improved and moved into the normal
range.  All of his fungal infections have cleared up, as has his
leukoplakia.  Besides the DHEA, he no longer needs to take any
medications whatever for these infections, nor follow dietary
restrictions to avoid thrush.

* Another had T-cells go up significantly, from under 300 (with
a low of 186) to 560.  His fungal problems diminished.

* Another who had had pneumocystis but was overweight at the
start of the study has lost the unwanted weight, and has far
more energy now.

* The fifth person started doing very well, but was depressed
and decided to leave the study.  We don't know how he has done
since.

* The sixth had not seemed to be doing well, but then he
improved dramatically after receiving a transfusion of
platelets--so dramatically that the investigators want to give
platelets to another subject also, to see if there is a
synergistic effect.

Most or all of the six men were fairly healthy when they started
the trial.  They used large doses, always by mouth, up to 500 mg
per day (100 mg five times a day, preferably taken just before a
meal).  They started with smaller doses, 200 to 300 mg per day,
and increased the amount gradually; at least one person
increased the dose by 100 mg each week until the 500 mg maximum
dose was reached.

At least one patient also tried another treatment, DNCB, which
may have contributed to his improvement.

Asked how long a person should try DHEA to see if it was working
for them, one of one patient suggested three months.  Presumably
there should be unmistakable improvement in that time if the
treatment is working.

This is all we know about the results of using DHEA with AIDS,
ARC, or any HIV-related condition.


An Expert Evaluation

One physician who is very experienced with AIDS spoke with us
off the record.  He also talked to three scientists who are
expert on DHEA, and with one of the patients in Paris, to help
us put this information into better perspective.  Here is our
summary of his report.


a.   Possible Scientific Basis

DHEA has protected rats against the immune suppressing effects
of severe stress (Kahn, 1985, page 258).  The stressed rats
without the drug showed severe immune depression, atrophy of the
thymus, marked reduction in lymphocytes, and increased disease
and death.  DHEA protected the animals against this outcome.
How it did so is not clear.

Another possible mechanism might account for benefit from the
drug for persons with AIDS or ARC.  DHEA stimulates the bone
marrow and increases production of all bone-marrow elements,
including red cells, platelets, monocytes, macrophages, and
lymphocytes.  Apparently it acts on the stem cells themselves,
before they are infected by HIV, and therefore it should be
safer than some of the colony- stimulating factors, which some
researchers fear might stimulate growth of the virus.

Even though T-helper cells are most impaired in AIDS and ARC,
other blood elements are likely to be low, too.  For example, a
healthy seropositive person may be about 20 percent low on
hemoglobin, platelets, and white count, and 60 to 80 percent low
in T-helper cells.  DHEA may help by bringing all the blood
elements up toward the normal range.


b.   Safety

All three experts agreed that short-term use at least was very
safe for men.  But women could have masculinizing side effects
comparable to those of testosterone, such as loss of menstrual
period, changing of the voice, and growth of facial hair.  Women
who choose to use DHEA should be counseled about these possible
problems.

Little is known about risks of long-term use; people have not
used DHEA long enough.  There is a theoretical risk that it
could increase the danger of prostate cancer.  Also, one breed
of rats developed pituitary tumors after extended use of DHEA.
(Many animals seem to have benefitted from long-term use,
however, living longer and in better health than normal
untreated animals.)

Another theoretical risk should be considered.  DHEA is
effective against obesity because it causes more of the digested
carbohydrates to be used for immediate energy, and less to be
used to provide building blocks of fats and proteins.  Therefore
DHEA might make it harder to gain weight, which some persons
with AIDS need to do.  No one had this problem in the Paris
study, but as far as we know nobody was underweight to begin
with.

Another physician suggested testing liver function as a
precaution when using DHEA, because the drug is processed by the
liver.


c.   Form and Method of Intake

The experts said plain DHEA would be absorbed better by the body
than DHEA sulfate or other variants of the chemical.
(Incidentally, we do know that the Paris study used DHEA itself,
not the sulfate form or any other variant.)

Two of the three experts suggested taking DHEA rectally.  They
felt that taking it by mouth would be unreliable, since the
circulating blood goes directly from the stomach to the liver,
which destroys most of the drug.

Another physician feared that rectal use might be dangerous,
however, since it bypasses many of the body's defenses, and
there seems to be no human experience using DHEA this way.  This
physician, who has used DHEA in smaller amounts for other
conditions, suggested staying with the oral administration which
was tested in Paris, even though it is not an efficient way to
administer the drug.


d.   Physician's Overall Evaluation

The physician we interviewed sees DHEA as having relatively
little toxicity.  But he also notes that we have little hard
evidence for its effectiveness for AIDS or ARC at this time.  We
only have anecdotal stories of a handful of patients who
improved.  He believes that DHEA might have value, but does not
want hundreds of people to start using it on the basis of the
little evidence we have now.


Miscellaneous

(1)  A recent study found that AIDS seems to be worse in women
than in men; women in several cities had a much shorter survival
time after diagnosis, for reasons that do not seem explainable
by differences in quality of care.  Biochemical differences
between the sexes seem to be responsible.  (For more information
see New York Times, October 18, 1987.)

DHEA is related to the male hormone testosterone.  A common
mechanism may explain its action and also the different survival
times for men and women.  If so, DHEA may open the door to a
whole new approach to the treatment of AIDS and related
conditions.

(2)  There are reasons to suspect that the DHEA normally present
in the body may be abnormally low in persons with AIDS.  If so,
use of DHEA may help by replacing the levels which should be
there.  It is easy to measure DHEA concentrations;
apparently no one has done so in persons with AIDS or ARC
because scientists did not suspect that DHEA had any
relationship to this disease until now.

(3)  DHEA may have a direct antiviral effect.  In the Paris
study, researchers expected that there would be an initial drop
in T-helper cells as the DHEA caused the killing of infected
cells.  They did find a large drop immediately in most of the
patients--although not in one person who started with a very low
T-helper count.

The researchers also hope that DHEA can attack HIV infection in
the macrophages, an important reservoir of HIV infection in the
body.  At this time we have no evidence to either support or
contradict this theory.

At least two leading U.S. research centers are doing laboratory
tests in conjunction with the Paris DHEA study.  Apparently the
researchers cannot talk, but we have learned that one found some
antiviral effect but nothing spectacular in laboratory tests.

(4)  In the Paris study, improvement was often gradual.  For
example, the person who went from a low of 186 to over 500 T-
helper cells had been taking DHEA for five months, and described
his improvement as very slow.  T-helper cell counts kept
fluctuating, but both the low and the high values kept
improving.

(5)  The people in the Paris study were fairly healthy to start
with, even though almost all of them had AIDS.  Apparently no
one has yet tried DHEA when they were acutely ill.

(6)  DHEA has two different names in common use:
"dehydroepiandrosterone" and "dehydroisoandrosterone".  These
are two different names for the same chemical.  The latter name
is used more often in Europe.


Availability

DHEA cannot be sold as a drug in the United States.  Chemical
supply houses do carry it, but they are unlikely to sell to
individuals without the credentials to convince them that the
material will be used only for research and not for human use.

The wholesale chemical cost for the largest dose (500 mg per
day) can be as low as 50 cents a day.  Retail prices may be much
higher.

DHEA is available by prescription in Canada, and it is also used
as a drug in Italy.  It is used all over the world and
presumably is readily available in many countries, sold either
as a drug and/or in quantity as a chemical.  But we do not know
which countries at this time.

Alan S. Levin, M.D., a San Francisco immunologist who has
previously prescribed DHEA for other purposes, is considering
setting up a small study of its use with AIDS and ARC.  (See our
article about Dr. Levin in AIDS Treatment News, January 1,
1988.)

Clearly the AIDS/ARC community will be able to obtain DHEA if it
wants to; some are already taking steps to do so.  But since
this drug may not be harmless, and hard evidence of
effectiveness is thin at this time, it may be best to wait and
see what the pioneers report, rather than rushing too quickly
into widespread use.


References

Griffith, Keith.  New hope and new intrigue: Top secret AIDS
Study.  AIDS Action Call January 1988.  (AIDS Action Call is the
newsletter of AIDS Action Pledge.  For a copy, call them at
(415) 821-9087, or send a self-addressed stamped envelope to:
AAP, Box 146693, San Francisco, CA 94114.)

Kahn, Carol.  Beyond the helix: DNA and the quest for longevity.
Times Books, 1985.

Kent, Saul.  DHEA: "Miracle" drug?  Geriatrics volume 37 number
9 page 157, September 1982.

*********

Announcements


New Treatment Approved for ITP--Also Used for KS.

The FDA has recently approved the marketing of a device for
filtering the blood and removing unwanted antibodies in the
treatment of ITP.  The same treatment may also help for KS and
possibly other AIDS-related conditions, but these uses have not
been approved at this time.

The device, called the Prosorba Column, uses a disposable filter
to treat the blood outside the body.  Blood is removed, treated,
and put back.  In a study done by the manufacturer, persons with
ITP received four to eight treatments over a four to six week
period.  55 percent showed a significant rise in platelets; most
maintained the benefit over an average followup period of eight
months.

In addition, 17 patients with KS who were HIV positive were
treated as part of a larger study of persons with cancer, and
their progress was rated in the standard categories used in
evaluating cancer therapy.  Six showed a "partial regression",
meaning at least a fifty percent reduction of tumor size for at
least 30 days.  Two showed "less than partial regression", a 25
to 50 percent reduction.  Eight showed "stabilization", meaning
less than 25 percent increase or decrease.  Only one continued
with progressive disease.  We do not know the condition of these
patients before the therapy, nor what outcome would be expected
in the absence of treatment.

About half those treated had some side effects, usually chills
and fever--effects expected with any blood-handling procedure.

Unfortunately the treatment is expensive, since each filter can
only be used once and costs $650--meaning that the complete
course of treatment costs several thousand dollars.  But since
it is approved by the FDA, insurance may pay for it.

Unfortunately also, the approval of the Prosorba Column does not
show that the FDA has streamlined its approval process for drugs
for serious or life-threatening conditions.  This treatment
obtained approval as a device--much easier to get than approval
for a new drug.

(Incidentally, we have learned that as of today, six months
after the publication of the FDA's new "treatment IND" rules
which are supposed to allow easier access to experimental drugs
before full approval for persons with serious or life-
threatening illness, not a single person has received a single
drug for any AIDS-related condition under these rules.)

For more information about the Prosorba Column, physicians or
patients can call customer service at IMRE Corporation, Seattle,
WA, (206) 448-1000.  The company cannot refer patients to
physicians, but it can refer physicians to other physicians who
are experienced with this treatment.


The Wall Street Journal ran an informative article on December
28, 1987.


Ribavirin Available By Prescription?  David Robison of Nutrico
in Tulsa, Oklahoma (the group formerly called Oklahoma Project
Inform), has researched legal loopholes which apparently permit
physicians to prescribe ribavirin in the U.S.  According to
Robison, these prescriptions are filled through regular
pharmaceutical supply channels, and can sometimes be reimbursed
by insurance.  They can be filled by mail.

Ribavirin is already approved in the U.S. for RSV (respiratory
syncytial virus), a disease of children and infants.  However,
the ribavirin used for this condition is provided as an aerosol
spray, not suitable for oral use for HIV.  Robison learned that
physicians can prescribe an approved drug for any patient, and
can vary the route of administration of the drug.  He obtained
documentation from the FDA on this matter.

On the strength of this research, several pharmacies are now
filling prescriptions for ribavirin in the form used for HIV.
Some will do so by mail, so you can receive the drug from
anywhere in the country.

For more information, call David Robison at (918) 234-0011.

Note: Ribavirin received much bad publicity in 1987 but seems to
be returning to respectability.  A new study using larger doses
of the drug should begin within several months at San Francisco
General, New York University, Harvard Medical School, and
University of California at San Diego.  For more information see
"FDA Okays Ribavirin Study" by Charlie Linebarger, SF Sentinel
January 8, 1988, page 3.  (To get a copy of this article, send a
request and a self-addressed stamped envelope to: San Francisco
Sentinel, attn. Keith Clark, 500 Hayes Street, San Francisco, CA
94102.)

Note: We ran the above announcement by Jay Lipner, an attorney
in New York who has worked with Lambda Legal Defense on drug-
regulation issues.  He said that this is territory where the
legal position of a physician or pharmacist is unclear, and
people should proceed with great caution.  He pointed out that
the FDA is intensely concerned about commercialization of any
drug outside of the normal process.

Lipner stressed that his comments are his personal opinion and
not intended to convey legal advice to anyone.


Protest March on Burroughs-Wellcome, January 24 and 25.

The AIDS Action Pledge, a new political group in San Francisco,
will hold a protest march on January 24 from San Francisco to
the Burroughs-Wellcome western regional office in Burlingame, a
nearby suburb.  On January 25 there will be a rally and civil
disobedience at the Burroughs-Wellcome site.

According to a statement from the organization, "The AIDS Action
Pledge is demanding accountability from Burroughs- Wellcome
about the prohibitive cost of AZT, whether people have been
misled about the drug's effectiveness, and evidence that some
important research has been blocked into possible treatments
that could compete with AZT."

For more information, contact the AIDS Action Pledge at (415)
821-9087.

********


IN MEMORIAM: Tom Jefferson

The following note was written by Martin Delaney, co-founder of
Project Inform and a long-time colleague and
friend of Tom.)

Tom Jefferson, one of the founders of the alternative treatments
movement, passed away on Saturday, December 26.  Since 1983, Tom
had devoted his life to helping make HIV infection a manageable,
chronic illness.  In the early years of the epidemic, Tom served
as the Special Projects Coordinator at the San Diego AIDS
Project.  After developing serious complications of HIV in 1984,
including lymphoma, Tom made a remarkable recovery treating
himself with unapproved drugs.  He became a pioneer in the use
of combined anti-viral and immune boosting therapy and shared
his knowledge with countless others who passed through San Diego
seeking treatments across the Mexican border.  Through his role
as a media spokesman, Tom became a symbol of hope for people
across the country.  The key players in nearly every AIDS
organization and healing group came to know and respect him.
Many believe that the guidance he extended them helped save
their lives.  In 1986, Tom joined Project Inform to set up its
hotline service and help the group grow from a small local
organization into a national resource serving thousands of
callers each month.

     After returning to San Diego in last October, Tom sought
access to aerosol pentamidine as a preventative against
pneumocystis.  Researchers at the San Diego ATEU, however, were
skeptical of the San Francisco studies and offered no help.
Later, Tom was refused access to the treatement by the San Diego
Veterans Administration Hospital - despite the fact that other
VA hospitals were already using it.  While he continued to
struggle with VA burearcracy, researchers at the ATEU put Tom on
fansidar, reportedly without warning him of the potential
consequences described in a recent column in AIDS Treatment
News.  In less than a week, Tom came down with the dreaded
fansidar side effect called Stevens-Johnsons disease.  Over the
next two weeks, this led to treatment with massive doses of
Prednisone, which shut the rash down, and his entire immune
system along with it.  A few days after beginning with the
Prednisone, Tom came down with pneumonia, in particular
Legionairre's disease.  His physician believed that the organism
wouldn't have affected him at all if he had not been on the
Prednisone.  He was placed on a respirator for about a week.
When he came off life support, still in a very serious
condition, Tom was too tired to go on fighting the bureaucracy
and the arrogance of competing researchers, and instead chose to
go home for Christmas with his loved ones.  He knew well the
consequences of his decision, and yet reveled in that fact that
what would happen would be his own choice - not someone else's.
Completely at peace with his decision, and satisfied with what
he had accomplished in the last years of his life, Tom enjoyed
Christmas at home and passed away quietly with a smile on his
face on Saturday, the 26th.

It is a great irony that after successfully managing his own
illness, Tom finally succumbed not to HIV, but to complications
of treatment with a drug he was forced to use against his will.
In his final days, it became very important to Tom that people
understand how he died, lest his death be seen as a statement of
hopelessness about treatment and the values he believed in.
Unfortunately, mainstream press reports have condescendingly
reported his death as evidence of the terrible and all-powerful
grip of AIDS.  The real story of his death is one of
bureaucratic obstinance and competitive behavior between
researchers.

His death raises questions our community must face, perhaps as
Tom's final legacy.  First, why is this barbaric drug, fansidar,
still being used in some parts of the country?  Project Inform
has now received 3 reports of death from the drug in the last 3
months.  Fansidar's potential for deadly side effects is well
documented in healthy people.  Yet, it is given to gay men with
deeply compromised health - despite the availability of better
and safer treatments.  There is no justification for continued
use of fansidar.  Will it take a malpractice suit before the
message is heard throughout the country?

A second issue raised is the quality of care in the VA system.
Tom's experience is hardly unique, as he and others had already
been contemplating complaining to Congress about the poor
quality of care being given to AIDS patients by the VA.

Finally, Tom's experience can't help but make us wonder how many
of our brothers deaths, attributed to HIV, really occurred when
a patient was caught in a whirlpool of causes and effects set
off by one false move, one bureaucratic stall, one act of ego or
medical arrogance?  How much does the life expectancy of AIDS
patients depend upon on where and from whom they are getting
their treatment?

In Tom's memory, let's stop the use of fansidar.  And let's
begin to report on the stories of others who may have died
unnecessarily, whose deaths are being swept under the rug of
AIDS.

Tom asked that donations be made in his name to Project Inform,
where a special account has been set up in his name.  Its funds
will be used to promote the causes which mattered most dearly to
this brave and giving man.

********
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